

REMARKS 



J 1 • .oil nnfler 35 U S C. 1 12, second paragraph, as 
The examiner has rejected claims 9-11 under u.:..^ 

u.\ .laments Applicant has amended claim 9 to require the 
being incomplete for omittmg essential elements. Appi 

presence of an additional element. 

J 1 • 1 A !,nH Q-12 as obvious over the combination of 
The examiner has rejected claims 1-6 and 9-12 as 

CoCe e. .a,. (U. Pa.e« 4,7.5,5.9) a„a A.M. Wa.e, 5(5): .95.00, .9.) >n view of 

Maoi^ewski e. al (/ Biol. «e„,.. 270(17): 27661-27665, .995). 

The examiner acknowledges .ha. Cooke e. a,, do no. .each a nucleic acid encod,ng 

. p.,ac.in ^.h a .hs.,.u,i„n a. .he serine corresponding .„ posiUon .79 ofhunran prCaCin. The 
e.an,iner«heracknowledges.ha..heWa,kerreferencedoesn^.eachprolac.inwi.hasuhs.i.u.ion 

3. serine wi.hin .he region of anrino acids 170-1.0. The exanriner con.ends .ha. i. would have been 
„hvious.on,odi,.heCookee.a...eaching(ofareco.hina„.prod„c.ionofprolac.in)in.he«n,. 

.augh. by Macieiewski e. al. (in order .o orea.e a prolacin recep.or amagonis.). 

Apphcan. respecMly and vigorously disagrees ,ha. ei.her Cooke e. al. or .he 1994 
walker reference or sonre hypo.he.ical conrhina.ion of .he .wo would meaningly he modifed "in 

■ ■ 1 ■.,,.» In order .0 crea.e a prolacin recepror artagonist 
the manner taught by Maccjewski e. al. m order .0 P 

Firs, .he 1994 Walker reference and Maciejewski e, a,, ^om each o.her. 

Thus Applican. has no.ed in her application .ha. serine 90 phosphorylared bovine prolactin was 
.poned.obehio,ogica„yinac.ive(seepage2,,ines.5-,S,.Bu.a.ack„ow,edgedby.heexan,iner, 

Macieiewski e, a,, teach the mu.a.,on of serine at amino acid position 90 of bovine prolactin. The 
^ofb,o,o,ca,ac.ivi.yf„r.heprolac.insubs.itu.edbyMacieiewskie.aUsins.arkcon.ras..o.he 
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p,ese„. invention in which Applicant's differently substituted prolactin acts as an antagonist to non- 

phosphoryiated prolactin, and M^M^&m^ ""^ '''' 
5 lines 5-7 page 6. lines ,2-14). Further, the 1994 Walker references teaches monophosphon,la.ed 
PBL is an antagonist to nonphosphoryla.ed PRL (see page .97, colunrn 3), while MaciejewsW et al. 
state that "(plhospho^lated rat or bovine PRL is not active in the Nh2 rat lyntphotna bioassay. 

whereas the nonphosphoryla.ed for. is ntitogenic" (see page 27661. column 2). Thus, tn fact. 
MacieiewskietalsuggestthatphosphorylatedPRLisB^anantagonisttonon-phosphoo-latedPRL^ 

Phospho^lated bPKL^ does "O. -pe. ^ ^^'M 
r^tC^ - ifl^2 The failure of phosphorylated 

bWL ,rb nd to the PRL receptor suggests that phosphorylat.on 
"ZZ L binding determinants of site . fro. the spau^ 
relationship required for receptor bmdtng m other words, 
phosphorylation has induced a confomaoon change^ 

see page 2766, colutnn 2^ Since phosphorylated bPRL does «biod to the PRL receptor, it is not 
a„ ^ to nonphosphotylated bPRL^ Therefore, the examiner's suggested combination 
whereby the Cooke et al. and Walker ,994 references would be modified "in the manner taught by 
Macieiewski et a..- is ^ a proper combination of references and does not suggest or make obvious 

the subject invention as described and claimed. 

Further, the examiner has not provided any motivation or suggestion to combine the 
prinr a rt references. Obviousness can only be established by combining or modifying the teachings 



of the prior art to produce the claimed invention where there is some teaching, suggestlot, or 
motivation to do so found either in the references themselves or in the knowledge generally available 
,„ one of ordinary skill in the art. MPEP 2143.0, at 2,00-98. c,„„g In re Fn.e, 837 F.2d ,07,. t 
USPQ2d ,596 (Fed. Cir. ,988); /„ reM,es. 958 F.2d 347. 2, USPQ2d ,94, (Fed. Cir. ,992). The 
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„Wous uauss .he pHor a« also suggests *e desi.«y of *e eo.«-o„. MPEP 2M3.0, a, 
2,00-98. cWn, I« r. Mills. 9.6 F.2d 680. .6 USPQ2d .430 (Fed. Cir. .990). 

Ra..,er, the examiner impermissibly uses the m^mS^Mmi in her subject 

application in an attempt to provide motivation to combine the references. "It is difficult but 
„ecessar,tha.thedecisionmaRerforgetwhatheorshehasbeenta„gbt..,abou.theclaimedinvention 

,„a cast the mind back to the time the invention was made (often as here many years), to occupy the 
mind of one skilled in the art who is presented only with the references, and who is normally gmded 
by the then-accepted wisdom in the art." MPEP 2.4. 0. at 2,00-91. ,„o„„, W.L Gore * 

^ , ir. 79lF2d.540 220USPQ303.3,3(Fed.Cir..983).a«.*«ie<<. 

469 U.S. 85, (.984). 

The examiner states that Maciejewski et al, teach the mutation of serine 90 of bovine 

prolactin with glutamic acid and that the substitution mimics phospho^lation of the prolactin such 
.Ha. the substituted prolactin acts as a prolactin receptor antagonist. However. Maciejewski et a,. 

acid The article does m state that the substituted prolactin acts as a prolactin receptor antagomst. 

,„ fact Maciejewski e. al. suggest that phospho^iated PRLs could ofil be used as antagonists. 
■.hos phowlatedPRLsappeartohavealteredstructure.becausetheyhaveuni,uebiologicalactivit,es 

unable to bind or activate PRL receptors to initiate biological actions" (see page 2766.. 
column 2). The examiner also contends that the Maciejewski et al. reference teaches a substitution 
„at mimics phospho„lation of the prolactin, such that the substituted prolactin acts as a prolactm 
acceptor agonist, and refers to page 27664, Fig. 5 The examiner has misinterpreted since the figure 



or are 
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, „o. an .say such a. .o de,no„s.ra.e a„.ago„isn,. Rate in Fig. 5 Maciejews. e. a,, only indicates 
„e bioiogica. activity of eac. of the prolactins aione, and iUnhet notes that the bioiogica, activity of 

S90E BPRL was dramatically reduced. 

"A prior ar, reference must be considered in its entirety, i.e.. as a whole, including 

. I . J • " \ylPFP 2141 02 at 2100-95, citing W.L 

portions that would lead away from the cla,med,nvent,on. MPEP2Ml.U2a 

Oore * As^,... ,nc. v. Oarloc, ,«o.. 72. P.2d .540. 220 USPQ 303 (Fed. Cir. .983), c.«. 
469 U.S. 85. (.984). ".f proposed modification would render the prior art invention being 

, 1 ^ fU^n thprp i*; no sueeestion or motivation to make 
modified unsatisfactory for its intended purpose, then there ,s no suggest 

the proposed modification." MPEP 2.43.0, a, 2.00-99. cm,g,« re Gor,o„. 733 F.2d 900, 22. 
USPQ . ,25 (Fed. Cir. ,984). Maciejewski et al. provide no suggestion or motivation to make the 
proposed modification because mutating prolactin M- uH r.nd.r i, biolo^ipally inactiv e 

Thus, one skilled in the art would not modify the recombinant prolactin of Cooke et 

al by the substitution of another amino acid for serine "in the manner- taught by Maciejewski et al. 

i„ order to create a prolactin receptor «g«. because Maciejewski et a,, do not teach the use of 

phosphotylated PRLs as antagonists! 

,„ addition, the examiner states that one would be motivated in substituting another 
amino acid, such as glutamic acid as was taught by Maciejewski et al.. because this would create a 
prolactin which would mimic phospho^lated prolactin (without the disadvantage of possible 
dephospbo,.la.ion). However, the disadvantage of possible dephospho^lation is discussed in 
any of the references, but rather in the application itsetf (page 3. fines 7-.0). "The teaching or 
suggestion to make the claimed combinat.on and the reasonable expectation of success must both be 
found in the pHor art, no. in applicant, disclosure.'' MPEP 2.42, 2143 at 2100-97. /" re 
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VaecK 947 F.2d 488, 20 USPQ 2d .438 (Fed. Cir. 1991). The examiner's smemen. is therefore 

impermissible hindsight, 

,„ conclusion, .he subjec. dain,s are novel and unobvious over ,he cited art. 

Nevertheless, Applicant includes with this response her declaration setting out anin-a, trials in which 

so^e initial results are given for use of the prolactin .utant described and claimed in the subiec. 

application. As seen in this declaration, the inventively stated prolactin yielded quite promising 

results. There is currently no good therapy available for the later stages of prostate cancer. Thus 

these early, promising resuhs for the inventively mutated prolactin are surprisingly effective, and 

further demonstrate the novel and unobvious nature of the invention. 

Acc„rdingly,Applicantbelievesthatpendingclaims.-6,9-n,and,4-16defmenovel 



and unobvious subject matter 



, and an early indication of allowability is respectfully requested. 



Dated: September 13, 2000. 



Respectfully submitted. 
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